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L6 ANSWER 1 OF 11 CAPLUS COPYRIGHT 2009 ACS on STN 
ACCESSION NUMBER: 2008:493012 CAPLUS 

DOCUMENT NUMBER: 148:509885 

TITLE: Compositions and methods for treating 

neurological disorders or damage 
INVENTOR (S) : Diamandis, Phedias; Tyers, Mike; Dirks, Peter B. 

PATENT ASSIGNEE(S): Can. 

SOURCE: Can. Pat. Appl . , 3pp. 

CODEN: CPXXEB 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 

CA 2606658 Al 20080413 CA 2007-2606658 20071012 

US 20090076019 Al 20090319 US 2007-871562 20071012 

PRIORITY APPLN. INFO.: US 2006-851615P P 20061013 

AB The invention relates to a clonogenic neurosphere assay to carry out high 
throughput screens (HTS) to identify potent and/or selective modulators of 



proliferation, differentiation and/or renewal of neural precursor cells, 
neural progenitor cells and/or self-renewing and multipotent neural stem 
cells (NSCs) . The invention also relates to compns. comprising the 
identified modulators and methods of using the modulators and compns., in 
particular to treat neurol. disorders (e.g. brain or CNS cancer) 
or damage. 

OS. CITING REF COUNT: 1 THERE ARE 1 CAPLUS RECORDS THAT CITE THIS RECORD 

(1 CITINGS) 



L6 



ANSWER 2 OF 11 CAPLUS COPYRIGHT 2009 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
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DOCUMENT TYPE: 
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PATENT INFORMATION: 



2006:586464 CAPLUS 
145:130745 

Pharmaceutical composition containing plant 

alkaloids for treating solid tumor 

Kong, Qingzhong; Sun, Juan; Kong, Qingxin; Sun, 

Zhonghou 

Shandong Lanjin Biotech Co., Ltd., Peop. Rep. Chi. 

Faming Zhuanli Shenqing Gongkai Shuomingshu, 17 p- 

CODEN: CNXXEV 

Patent 

Chinese 



PATENT NO. 

CN 1686544 
PRIORITY APPLN. INFO.: 
AB The title composii 

active components 

auxiliary agents. 

platinum compds 



KIND DATE 



APPLICATION NO. 



DATE 



A 20051026 CN 2005-10042259 20050406 

CN 2005-10042259 20050406 
ion contains plant alkaloids and potentiators as 
and biocompatible and biodegradable polymers as 

The potentiators can be selected from 
tetrazine compds . , and/or topoisomerase inhibitors, 
topical sustained-release of effective components can reduce systemic 
toxic reaction, selectively increase the drug level at the 
tumor site, and improve the therapeutic effect of non-operative 
therapy such as chemotherapy and radiotherapy. 
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2006:529026 CAPLUS 
145:110264 

Antitumor composition of 
topoisomerase inhibitor and guan 
Kong, Qingzhong; Sun, Juan; Kong 
Hongqing; Sun, Jing 

Shandong Lanjin Biotech Co., Ltd., Peop. Rep 

Faming Zhuanli Shenqing Gongkai Shuomingshu, 

CODEN: CNXXEV 

Patent 

Chinese 



e or guanine analogs 
Qingxin; Su, 



China 
19 pp. 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



CN 2005-10042429 



DATE 



20050203 



CN 1679945 A 20051012 

CN 100402091 C 20080716 

PRIORITY APPLN. INFO.: CN 2 0 0 5-1 0 0 42 4 2 9 20050203 

AB The title antitumor composition comprises topoisomerase inhibitors, 
guanine or guanine analogs as effective components, and auxiliary 
materials. The guanine and its analogs can inhibit DNA repair in cells 
and decrease tumor cell tolerance to tetrazines drugs. The 
auxiliary materials are biocompatible and biodegradable polymers for 



topical sustained-release of effective components. The topical 
release-release of effective components can reduce systemic toxic 
reaction, selectively increase the drug level at the 
tumor site, and improve the therapeutic effect of non-operative 
therapy such as chemotherapy and radiotherapy. 
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2006:491764 CAPLUS 
145:1047 

Methods and compositions using sirtuin 
modulators for treating or preventing obesity and 
insulin resistance disorders 

Sinclair, David A.; Alexander-Bridges, Maria 
President and Fellows of Harvard College, USA; The 
General Hospital Corporation 

U.S. Pat. Appl. Publ., 154 pp., Cont . -in-part of U.S. 

Ser. No. 27,779. 

CODEN: USXXCO 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



US 20060111435 
US 20050171027 
AU 2006266125 
CA 2613636 
WO 2007005453 
WO 2007005453 
W: 



2006052b 
20050804 
20070111 
20070111 
200'/ 0111 
20070614 



US 2005-174000 
US 2004-27779 
AU 2006-266125 
CA 2006-2613636 
WO 2006-US25138 



20050701 
20041229 
20060628 
20060628 
20060628 



AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 
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DE, 


DK, 


DM, 
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RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SM, 


SY, 


TJ, 


TM, 


TN, 


TR, 
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UA, 


UG, 


US, 


UZ, 


VC, 


VN, 


ZA, 


ZM, 


ZW 




















AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 
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IT, 
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EP, 


OA 















EP 1912632 

R: AT, BE, BG. 
IS, IT, LI, 
JP 2009500331 
PRIORITY APPLN. INFO.: 



A2 20080423 
CH, CY, CZ, DE, 
LT, LU, LV, MC, 

T 20090108 



EP 2006-774176 



20060628 



DK, EE, ES, FI, FR, GB, GR, HU, 



IE, 



,, PL, PT, RO, SE, 

JP 2008-519513 

US 2003-533712P 

US 2004-588643P 

US 2004-27779 

US 2005-174000 

WO 2006-US25138 



, SK, TR 

20060628 
P 20031229 
P 20040716 
A2 20041229 
A 20050701 
W 20060628 



AB The invention provides methods and compns. for modulating the activity or 
level of a sirtuin, thereby treating or preventing obesity or an insulin 
resistance disorder, e.g. diabetes, in a subject. Exemplary methods 
comprise contacting a cell with a sirtuin activating compound or an 
inhibitory compound to thereby increase or decrease fat 
accumulation, resp. 

OS. CITING REF COUNT: 5 THERE ARE 5 CAPLUS RECORDS THAT CITE THIS RECORD 

(7 CITINGS) 
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2006:469720 CAPLUS 
144:460881 

Methods and compositions for 
increasing stem cell homing using Gas 
activators 

Scadden, David T.; Kronenberg, Henry; Adams, Gregor 

The General Hospital Corporation, USA 

PCT Int. Appl., 36 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 2006052960 




A2 




20060518 




WO 2005- 


-US40416 




20051107 


WO 2006052960 




A3 




20071122 


















W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


, BG, 


BR, 


BW, 


BY, 


BZ, 


CA, CH, 




CN, 


CO, 


CR, 


CU, 




DE, 


DK, 


DM, 


DZ, 


, EC, 


EE, 


EG, 


ES, 
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GB, GD, 
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GH, 


GM, 


HR, 


HU, 
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IL, 
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IS, 


, JP, 
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KP, KR, 




KZ, 
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LU, 
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PT, 
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RU, 


SC, 


SD, SE, 
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SK, 


SL, 


SM, 


SY, 


TJ, 


TM, 


TN, 


TR, 


, TT, 


TZ, 


UA, 


UG, 


US, 


UZ, VC, 




VN, 


YU, 


ZA, 


ZM, 


zw 






















RW: 


: AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


, ES, 


FI, 


FR, 


GB, 


GR, 


HU, IE, 




IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


NL, 


PL, 


PT, 


, RO, 


SE, 


SI, 


SK, 


TR, 


BF, BJ, 




CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


, MR, 


NE, 


SN, 


TD, 


TG, 


BW, GH, 




GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


, TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, BY, 




KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AP, 


EA, 


EP, 


, OA 












US 200? 


30112933 




Al 




2008 


0515 




US 2007- 


667329 




20071102 



PRIORITY APPLN. INFO.: US 2004-625914P P 20041108 

WO 2005-U340416 W 20051107 

AB The invention provides methods for increasing engraftment of 

stem cells in a subject by treating the cells with a Gas activator. 

The invention further provides methods for identifying Gas 

activators for use in increasing engraftment of stem cells in a 

subject . 
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2006:372182 CAPLUS 
144:495317 

Anticancer implantation composition 
containing angiogenesis inhibitor and 
antitumor agent 

Kong, Qingzhong; Sun, Juan; Yu, Jianjiang 
Peop. Rep. China 

Faming Zhuanli Shenqing Gongkai Shuomingshu, 

CODEN: CNXXEV 

Patent 

Chinese 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



CN 1733302 A 20060215 CN 2005-10044379 20050805 

PRIORITY APPLN. INFO.: CN 2 0 05-10044379 20050805 

AB The title anticancer implantation composition comprises an 

angiogenesis inhibitor, an antitumor agent (plant alkaloids, 
platinum compds . , tetrazines, and/or topoisomerase inhibitors), and 
pharmaceutical auxiliary materials. The auxiliary materials are 



biocompatible and degradable polymer which can slowly release the 
anticancer medicines at the tumor site during the 

degradation and absorption process. This composition can be placed at the 

tumor site to reduce systemic toxic reaction of the drugs, to 

increase the drug concentration selectively at the tumor site, 

and to improve the therapeutic effect of non-operative therapy, such as 

chemotherapy and radiotherapy. 
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PATENT INFORMATION: 



2005:1257943 CAPLUS 
144:135174 

Manufacture of anticancer medicinal 
composition containing topoisomerase 
inhibitors 
Kong, Qingzhong 
Peop. Rep. China 

Faming Zhuanli Shenqing Gongkai Shuomingshu, 23 pp. 

CODEN: CNXXEV 

Patent 

Chinese 



PATENT NO. 



KIND DATE 



CN 1616099 
CN 1299773 
PRIORITY APPLN. INFO 



APPLICATION NO. 



CN 2004-10035927 



DATE 



20041014 



h 20050518 
2 20070214 

CN 2004-10035927 20041014 
The title composition contains nitrosourea anticancer drugs (0.00-40 
weight%) and topoisomerase inhibitors (0.01-50 weight%) enveloped in the 
medicinal adjuvant. Topoisomerase inhibitors can inhibit DNA repair in 
cells, and reduce the tolerance of tumor cells to nitrosourea 
anticancer drugs. The medicinal adjuvant is biocompatible and 
degradable polymer, which can slowly release the anticancer 
active components at the tumor site during the degradation and 
absorption process so as to reduce the systemic toxic reaction while 
maintaining effective levels of the drugs at the tumor site. 
The composition can be placed at the tumor site to reduce systemic 
toxic reaction of nitrosourea anticancer drugs and topoisomerase 
inhibitor, and also selectively increase the drug level at the 
tumor site so as to improve the therapeutic effect of 
non-operative therapy such as chemotherapy and radiotherapy. 
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2004:902199 CAPLUS 
141:374704 

Composition and uses of galectin antagonists 

to augment treatment of cancer or other 

proliferative disorders 

Chang, Yan; Sasak, Vodek 

Glycogenesys, Inc., USA 

PCT Int. Appl., 51 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



APPLICATION NO. 



WO 2004091634 Al 20041028 WO 2004-US10675 20040407 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, 
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TR, 


TT, 
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UG, 
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YU, 


ZA, ZM, ZW 




RW: BW, 
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GM, 


KE, 


LS, 


MW, MZ, 


SD, 


SL, SZ, 


TZ, UG, 


ZM, 


ZW, AM, AZ, 




BY, 
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RU, 
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GQ, GW, 
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TD, 


TG 




















us 


20040023925 




Al 




20040205 




US 2003- 


■408723 




20030407 


AU 


2004229399 




Al 




20041028 




AU 2004- 


■229399 




20040407 


CA 


2521649 






Al 




20041028 




CA 2004- 


■2521649 




20040407 


US 


20040223971 




Al 




20041111 




US 2004- 


■819901 




20040407 


EP 


1617849 






Al 




20060125 




EP 2004- 


■759200 




20040407 


EP 


1617849 






Bl 




20080618 














R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, FR, 


GB, 


GR, IT, 


LI, LU, 


NL, 


SE, MC, PT, 




IE, 
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LT, 


LV, 


FI , 


RO, MK, 


CY, 
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EE, 


HU, PL, SK, 


JP 
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JP 2006- 
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2005DN05019 
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20051103 


US 


20080089959 




Al 




20080417 
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INFO 












US 2003- 


■408723 




A 20030407 


















US 2003- 


■461006P 




P 20030407 


















US 2003- 


-474562P 




P 20030530 


















US 2001- 


■299991P 




P 20010621 


















US 2002- 


-176235 




A2 20020620 


















US 2004- 


-819901 




Bl 20040407 


















WO 2004- 


■US10675 




W 20040407 



The present invention is directed to methods and compns. for augmenting 
treatment of cancers and other proliferative disorders. In 
particular embodiments, the invention combines the administration of an 
agent that inhibits the anti-apoptotic activity of galectin-3 (e.g., a 
'galectin-3 inhibitor') so as to potentiate the toxicity of a 
chemotherapeutic agent. In certain preferred embodiments, the 
conjoint therapies of the present invention can be used to improve the 
efficacy of those chemotherapeutic agents whose 
cytotoxicity is influenced by the status of an anti-apoptotic 
Bcl-2 protein for the treated cell. For instance, galectin-3 inhibitors 
can be administered in combination with a chemotherapeutic agent 
that interferes with DNA replication fidelity or cell-cycle progression of 
cells undergoing unwanted proliferation. 
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AB The invention discloses a method for combination cancer therapy 

in a mammal, especially a human, by administering a therapeutically effective 
amount of a GST-activated anticancer compound and a therapeutically 
ED of another anticancer therapy. Also disclosed are 
pharmaceutical compns., products, and kits for the method, as 
well as the use of a GST-activated anticancer compound in the 

manufacture of a medicament for the method. The invention further discloses a 
method for potentiating an anticancer therapy in a 

mammal, especially a human, comprising administering a therapeutically 
effective 

amount of a GST-activated anticancer compound to the mammal being 
treated with the anticancer therapy. Further disclosed is the 
use of a GST-activated anticancer compound in the manufacture of a 
medicament for the method. The GST-activated anticancer compound 
is preferably a compound of US Patent Number 5,556,942, and more preferably 
TLK286, especially as the hydrochloride salt. 
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Compns. which comprise delivery vehicles having stably associated therewith 
non-antagonistic combinations of two or more agents, such as 
antineoplastic agents, are useful in achieving non-antagonistic effects 
when combinations of drugs are administered. Thus, liposomal carboplatin 
and daunorubicin encapsulated at a 10:1 non-antagonistic mole ratio in 
sphingomyelin-containing liposomes exhibited substantially increased 
efficacy in relation to controls consisting of free drug and saline. 



OS. CITING REF COUNT: 



THERE ARE 3 CAPLUS RECORDS THAT CITE THIS RECORD 
(3 CITINGS) 



ANSWER 11 OF 11 CAPLUS COPYRIGHT 2009 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1999:783929 CAPLUS 
132 : 18780 

Compositions comprising antimicrotubule 
agents for treating or preventing inflammatory 
diseases 

Hunter, William L. 

Angiotech Pharmaceuticals, Inc., Can. 

PCT Int. Appl., 340 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 


9962510 






A2 




19991209 




WO 1999- 


-CA464 




19990601 




W: AE, 


AL, 


AM, 


AT, 


AU, 


AZ, BA, 


BB, 


BG, BR, 


BY, 


CA, 


CH, 


CN, CU, CZ, 




DE, 


DK, 


EE, 


ES, 


FI, 


GB, GE, 


GH, 


GM, HR, 


HU, 


ID, 


IL, 


IS, JP, KE, 




KG, 


KP, 


KR, 


KZ, 


LC, 


LK, LR, 


LS, 


LT, LU, 


LV, 


MD, 


MG, 


MK, MN, MW, 




MX, 


NO, 


NZ, 


PL, 


PT, 


RO, RU, 


SD, 


SE, SG, 


SI, 


SK, 


SL, 


TJ, TM, TR, 




TT, 


UA, 


UG, 


US, 


UZ, 


VN, YU, 


ZA, 


ZW 












RW: GH, 


GM, 


KE, 


LS, 


MW, 


SD, SL, 


SZ, 


UG, ZW, 


AT, 


BE, 


CH, 


CY, DE, DK, 




ES, 


FI, 


FR, 


GB, 


GR, 


IE, IT, 


LU, 


MC, NL, 


PT, 


SE, 


BF, 


BJ, CF, CG, 




CI, 


CM, 


GA, 


GN, 


GW, 


ML, MR, 


ME, 


SN, TD, 


TG 








us 


6495579 






Bl 




20021217 




US 1998- 


-88546 




19980601 


AU 


2006220416 




Al 




20061026 




AU 2006- 


-220416 




20060920 


AU 


2006220416 




B2 




20090205 















PRIORITY APPLN. INFO. 



US 1998-88546 
US 1996-32215P 
US 1997-63087P 
US 1997-980549 
AU 2004-200715 



A 19980601 
P 19961202 
P 19971024 
A2 19971201 
A3 20040220 



AB Methods and compns. for treating or preventing inflammatory diseases, e.g. 
psoriasis or multiple sclerosis, are provided, comprising the step of 
delivering to the site of inflammation an antimicrotubule agent, or analog 
or derivative thereof. 
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AB The invention discloses a method for treating cancer i 

which comprises administering an anti-cancer effective amount of a 
compound selected from gossypol, gossypol acetic acid, gossypolone, 
metabolites thereof, or physiol. acceptable salts thereof. Also included 
is a method for treating cancer in a human which comprises 
administering to the human subject an anti-cancer effective amount 
of any of the compds . listed above in combination with an anti- 
cancer effective amount of other conventional 

chemotherapeutic agents. Finally, the invention also encompasses 
a pharmaceutical composition comprising an anti-cancer effective amount 
of gossypol, gossypol acetic acid, or gossypolone, and an anti- 
cancer effective amount of a conventional chemotherapeutic 
agent, or combinations of the latter. 
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AB Devices and methods for reducing, inhibiting, or treating restenosis and 

hyperplasia after intravascular intervention are provided. In particular, 
the present invention provides luminal prostheses which allow for 
sustained or controlled release of at least one therapeutic capable agent 
with increased efficacy to selected locations within a patient's 
vasculature to reduce restenosis. An intraluminal prosthesis may comprise 
an expandable structure and a source adjacent the expandable structure for 
releasing the therapeutic capable agent into a body lumen to reduce smooth 
muscle cell proliferation. 
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AB Methods for treating neoplasms, tumors and 

cancers, using one or more haptens and coagulation agents or 
treatments, alone or in combination with other anti-neoplastic agents or 
treatments, are provided. Also provided are combinations, and kits containing 
the combinations for effecting the therapy. 
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specific cell type or tissue containing the specific cell type; a linker which 
is acted upon by a mol. which is present at an effective concentration in the 
environs of the specific cell type; and a drug or an agent to be delivered 
to the specific cell type. In particular, a drug complex for delivering a 
cytotoxic drug to prostate cancer cells, comprising a 

targeting carrier mol. which is selectively delivered to prostate tissue, 
bone or both; a peptide which is a substrate for prostate specific 
antigen; and a cytotoxic drug which is toxic to androgen 
independent prostate cancer cells. 
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The invention relates to methods and products for treating cancer 

In particular the invention relates to combinations of nucleic acids 
and antibodies for the treatment and prevention of cancer. The 
invention also relates to diagnostic methods for screening cancer 
cells . 
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AB Methods are provided for treating neoplasms, tumors 

and cancers, using one or more haptens and coagulation agents or 
treatments, alone or in combination with other anti-neoplastic agents or 
treatments. Also provided are combinations, and kits containing the 
combinations for effecting the therapy. 
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Methods and compns. for modulating the FGF effect on the sensitivity of 
malignant and normal cells to anticancer agents are provided. 
In particular, methods and compns. for inhibiting FGF-induced resistance 
to a broad spectrum of anticancer agents in solid and 
soft-tissue tumors, metastatic lesions, leukemia and lymphoma 
are provided. Preferably, the compns. include at least one FGF inhibitor 
in combination with a cytotoxic agents, e.g., antimicrotubule 
agents, topoisomerase I inhibitors, topoisomerase II inhibitors, 
antimetabolites, mitotic inhibitors, alkylating agents, intercalating 
agents, agents capable of interfering with a signal transduction pathway 
(e.g., g., a protein kinase C inhibitor, e.g., an anti-hormone, e.g., an 
antibody against growth factor receptors), an agent that promote apoptosis 
and/or necrosis, an interferon, an interleukin, a tumor necrosis 
factor, and radiation. In other embodiments, methods and composition for 
protecting a cell in a subject, from one or more of killing, inhibition of 
growth or division or other damage caused, e.g., by a cytotoxic 
agent, are provided. Preferably, the method includes administering to the 
subject an effective amount of at least one FGF agonist, thereby treating 
the cell, e.g., protecting or reducing the damage to the dividing cell 
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AB Neoangiogenesis markers (i.e. antibodies or receptors for e.g. vascular 
endothelial growth factor, placenta growth factor, acidic or basic FGF, 
transforming growth factor a or p, hepatocyte growth factor, 
insulin-like growth factor I, glycoprotein B61, protein LERK-1, flk-1 
receptor, etc.) or partial sequences thereof and antiangiogenic compds . 
and factors such as paclitaxel, endostatin, fibronectin peptide, and 
fumagillin are conjugated with active agents such as 
chemotherapeutic agents, radiosensitizer s , photosensitizers, 
antibodies, oligonucleotides, radioactive metal complexes, etc., which may 
be bound to carriers, for treatment of tumors. Likewise, 
neoangiogenesis markers may be conjugated to diagnostic agents such as 
MRI, radiog., ultrasound, or near-IR contrast agents for tumor 
diagnosis . Thus, N',N',N' ' ',N' ' ' -tetrakis (tert-butoxycarboxymethyl ) -N ' ' - 
(hydroxycarboxymethyl ) diethylenetriamine was converted to its 
N-hydroxysuccinimide ester, coupled to a Thy-1 antibody, complexed with 
186Re, and injected i.v. into rabbits for detection of implanted VX2 
tumors by scintigraphy with a gamma camera. 
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Novel pharmaceutical formulations for treating a cellular proliferative 
disease are provided comprising: a therapeutically effective amount of a 



Golgi apparatus disturbing agent; a biocompatible carrier; and a solvent. In 
preferred formulations, the Golgi apparatus disturbing agent is brefeldin A 
(BFA) and the biocompatible carrier is a polymer such as chitin or 
chitosan. Methods of treating cellular proliferative diseases using the 
pharmaceutical formulations are also described. Nude mice bearing human 
epithelial (KB-1) tumors were treated with a 
BFA/ chitin/ dimethylacetamide composition 
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xemplary peptides of the invention include KWKSFIKKLTSAAKKWTTAKPLALIS 
and KGWGSFFKKAAHVGKHVGKAALTHYL . Also provided are methods for inhibiting 
the growth of bacteria utilizing the peptides of the invention. Such 
methods are useful for the treatment of respiratory infections, e.g. in 
cystic fibrosis patients. Such methods are further useful for 
accelerating wound healing. Also disclosed is use of the peptides in 



inhibiting the growth of a eukaryotic cell, e.g. a neoplastic cell, and in 
inhibiting cell proliferation-associated disorders. Transgenic animals, e.g. 
fish, having a transgene encoding a peptide of the invention are also 
disclosed . 

THERE ARE 5 CAPLUS RECORDS THAT CITE THIS RECORD 
(5 CITINGS) 

THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



OS. CITING REF COUNT: 



REFERENCE COUNT: 



Lll ANSWER 12 OF 21 CAPLUS COPYRIGHT 2009 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2000:34771 CAPLUS 
132:98123 

Drug complex for targeted treatment of 
androgen-independent metastatic prostate 
cancer 

D'Amico, Anthony V.; Bubley, Glenn J.; Jebaratnam, 

David J.; Weinberg, James S. 

Ness Medical Center, USA 

PCT Int. Appl., 35 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



WO 2000001419 



APPLICATION NO. 



WO 1999-US15126 



19990706 <- 



BG, BR, BY, CA, CH, CN, CU, CZ, 
GH, GM, HR, HU, ID, IL, IN, IS, 
JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MD, MG, MK, 



AE, AL, AM, AT, AU, AZ, BA, BB, 
DE, DK, EE, ES, FI, GB, GD, GE, 



MN, MW, MX, NO 
RW: GH, GM, KE, LS, MW, SD, SL, SZ, 



US 6368598 
AU 9950897 
PRIORITY APPLN. 



ES, FI, FR, GB, GR, IE, IT, 
CI, CM, GA, GN, GW, ML, MR, 

Bl 20020409 



LU, 



UG, ZW, AT, 
MC, NL, 



SE, 



NE, SN, TD, TG 



CH, CY, DE, DK, 
BF, BJ, CF, CG, 



98-110822 19980706 <— 

A 20000124 AU 1999-50897 19990706 <— 

INFO.: US 1998-110822 A 19980706 

US 1996-713114 Bl 19960916 

US 1998-3838 B2 19980107 

WO 1999-US15126 W 19990706 

A drug complex for delivery of a drug or other agent to a target cell, 
comprising a targeting carrier mol. which is selectively distributed to a 
specific cell type or tissue containing the specific cell type; a linker which 
is acted upon by a mol. which is present at an effective concentration in the 
environs of the specific cell type; and a drug or an agent to be delivered 
to the specific cell type. In particular, a drug complex for delivering a 
cytotoxic drug to prostate cancer cells, comprising a 

targeting carrier mol. which is selectively delivered to prostate tissue, 
bone or both; a peptide which is a substrate for prostate specific 
antigen; and a cytotoxic drug which is toxic to androgen 
independent prostate cancer cells. 
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AB Methods and compns. for treating or preventing inflammatory diseases, e.g. 
psoriasis or multiple sclerosis, are provided, comprising the step of 
delivering to the site of inflammation an antimicrotubule agent, or analog 
or derivative thereof. 
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AB A class of cationic peptides having antimicrobial activity is provided. 

Exemplary peptides of the invention include RLARIWIRVAR and RLSRIWIRVCR . 
Also provided are methods for inhibiting the growth of bacteria using the 
peptides of the invention. Methods for inhibiting the growth of 
eukaryotic cells, e.g. tumor cells, with the peptides of the 
invention are also disclosed. 
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AB The present invention provides an assay that identifies compds . which 

inhibit cleavage of HGF/SF by serum proteases such as uPA, and methods in 
which such compds. are provided to reaction solns., to cultured cells in 
vitro, or to a mammal in vivo, to inhibit cleavage of HGF/SF (hepatocyte 
growth factor /scatter factor) and to inhibit chemical and biol. effects 
resulting from the activation of c-Met receptor by HGF/SF. The invention 
also provides methods for modifying suramin and suramin-related 
polysulf onated compds. that inhibit HGF/SF cleavage, by attaching PEG or 
polyanions such as polyglutamate or polyaspartate to the compds. to reduce 
cellular uptake of the compds., thereby reducing their 

cytotoxicity. Also provided are a pharmaceutical composition containing at 
least one polysulf onated HGF/SF cleavage-inhibiting compound other than 



suramin, and a pharmaceutical composition containing at least one HGF/SF 
cleavage-inhibiting form of suramin or a suramin-related polysulf onated 
compound that is modified by conjugation to a chemical moiety that reduces 
uptake of the compound into cells. The present invention further includes 
methods wherein such pharmaceutical compns. are administered to a mammal 
with a tumor that is stimulated to grow by HGF/SF, to inhibit 
the growth or metastasis of the tumor in the mammal. 
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ng angiogenesis and proliferation of 
stering an inhibitory amount of a 7- ( substituted 



amino) -9- [ ( substituted glycyl) amido] -6-demethyl-6-deoxytetracycline 
(Markush included) . Also provided is a method for inhibiting 
proliferation of tumor cells and tumor growth by 

administering an inhibitory amount of a compound of the invention in 
combination with a chemotherapeutic agent or radiation therapy. 
Further provided are compns. containing an effective inhibitory amount of a 
compound of the invention in a pharmaceutically acceptable carrier. 
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AB Compns. and methods are disclosed for treating anemia, cancer, 
AIDS, or severe p-chain hemoglobinopathies by administering a 
therapeutically effective amount of phenylacetate or pharmaceutically 
acceptable derivs. thereof or derivs . thereof alone or in combination or 
in conjunction with other therapeutic agents. Pharmacol . -acceptable salts 
alone or in combinations and methods of preventing AIDS and malignant 
conditions, and inducing cell differentiation are also aspects of this 
invention. Compds . of the invention include ROC (Rl ) (R2 ) [C (R3 ) (R4 ) ] nC (0) OH 
[R0 = (substituted) Ph, (substituted) naphthyl, (substituted) phenoxy, 
where the substitution is 1-4 halo moieties, OH, lower straight-chain or 
branched alkyl; Rl, R2 = H, OH, lower alkoxy, halo, lower straight-chain 
or branched alkyl; R3, R4 = H, lower alkoxy, halo, lower straight-chain or 
branched alkyl; n = 0-2] and pharmaceutically acceptable salts and mixts. 
thereof . 
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AB Compns. are provided which comprise an adenosine derivative and a deaminase 
inhibitor for the prevention and treatment of fungal and fungal-like 
infections and parasitic infections by eukaryotic organisms. Parasitic 
infections which are treatable and preventable with these compns. include 
malaria, trypanosomiasis, leishmania, toxoplasmosis, sarcocystis, 
Pneumocystis, schistosomiasis, blood flukes and elephantitis . Other 
infections which are treatable and preventable with these compns. are 
responsible for fungal diseases such as candidiasis, cryptococcosis, 
blastomycosis, aspergillosis, paracoccidiodomycosis and 
coccidioidomycosis, and the fungal-like diseases nocardiosis and 
actinomycosis. The invention also relates to methods for utilizing these 
compns. in treatment regiments. Treatments may be either in vivo or in 
vitro. In vivo treatments involve administration of compns. of the 
invention to mammals suspected or at risk of being infected with a 
parasitic or fungal organism. In vitro treatments involve incubation of 
cells, tissues, biol. products derived from living materials or foods with 
compns. of the invention to inhibit or prevent further infection. Also 
disclosed is the treatment or prevention of neoplastic disorders with the 
adenosine derivs. of the invention. 
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AB Suramin in combination with a vinca alkaloid or estramustine is 
synergistic for treating cancer. Suramin was synergistic with 
vinblastine against both human prostate and breast cancer cells 
in vitro. Addnl., suramin and estramustine were synergistic in breast 
cancer cells and were additive in activity against prostate 
cancer cells. 
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AB Covalently-linked complexes (CLCs) for targeting a defined population of 

cells comprise a targeting protein (e.g. antibody, hormone, enzyme, etc.), 
a cytotoxic agent (e.g. radionuclide, toxin, drug, etc.) an 
enhancing moiety capable of enhancing CLC-target cell interaction (e.g. a 
translocating/internalizing moiety, an anchoring peptide, membrane-soluble 
hydrophobic mol., etc.). The CLCs are used to enhance in vivo 
cytotoxicity and imaging (no data) . Translocating peptide, 

Cys-Gly-Glu-Ala-Ala-Leu-Ala (Glu-Ala-Leu-Ala) 4-Glu-Ala-Leu-Glu-Ala-Leu-Ala- 
Ala-NH2, is conjugated via succinimidyl 

4 (N-maleimidemethyl ) cyclohexane-l-carboxylate (SMCC) to reduced toxin A 
chain. The conjugate is reacted with iminothiolane to generate further 
thiol groups which are then bonded to reduced antibody to prepare 
translocating peptide-ricin A chain-antibody CLC. 
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AB The title sulfated glycosaminoglycans (GAGs) are isolated from 

suramin-treated patients and purified. Pharmaceutical compns. containing the 
sulfated GAGs are also provided. Thus, when the sulfated GAGs were 
isolated from patient urine before and immediately after treatment with 
suramin, there was a 4-5-fold increase in GAG excretion that occurred with 
suramin treatment. Heparan sulfate, isolated from other urinary GAGs, 
demonstrated cytotoxic activity against human carcinoma cell 
lines SW-13 (adrenal) and LNCaP-FGC (prostate), with 50% inhibition of 
colony formation occurring at uronic acid concns. of 25 and 25-50 
(xg/mL, resp. Com. bovine kidney heparin sulfate was practically devoid 
of activity. An injection formulation contained endogenous 
suramin-induced heparan sulfate ammonium salt 150 mg and water for 
injection 25 mL . 
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AB Methods for treating neoplasms, tumors and 

cancers, using one or more haptens and coagulation agents or 
treatments, alone or in combination with other anti-neoplastic agents or 
treatments, are provided. Also provided are combinations, and 
kits containing the combinations for effecting the therapy. 
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AB Methods are provided for treating neoplasms, tumors 

and cancers, using one or more haptens and coagulation agents or 
treatments, alone or in combination with other anti-neoplastic agents or 
treatments. Also provided are combinations, and kits containing the 
combinations for effecting the therapy. 
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=> s 119 and (?potentiat? or ?enhanc? or ?increas?) 

L20 298 L19 AND (?POTENTIAT? OR ?ENHANC? OR ?INCREAS?) 

=> s 120 and (carboplatin or paclitaxel or docetaxel or gemcitabine or 
5-f luorouracil) 

L21 32 L20 AND (CARBOPLATIN OR PACLITAXEL OR DOCETAXEL OR GEMCITABINE 

OR 5-FLUOROURACIL) 

=> s 121 and (kit or composition) 
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AB Hormone refractory prostate cancer (HRPC) is a difficult 

clinical problem. These patients are intolerant of aggressive cytotoxic 
therapies because of their age and poor performance status. Systemic 
chemotherapy, whether administered as single agents or in multidrug 
combinations, has not been shown to prolong survival. It is only recently 
that palliative endpoints, such as quality of life analyses, have been 
formally evaluated in the clinical trials of HRPC. As a result, 
mitoxantrone plus prednisone has been demonstrated to be a useful 



palliative therapy that provides improvements in pain and quality of life 
for approximately 40% of those treated. Other promising regimens, such as 
the estramustine combinations or docetaxel, are currently 

undergoing phase III trials designed to prove superiority to mitoxantrone 

plus prednisone. Suramin has been extensively studied, but due 

to its poor activity seen in recent randomized trials, as well as the 

toxicity and inconvenience, it will likely not be further developed in 

HRPC. In recent years, there has been a tremendous increase in 

the development of biological targets for cancer therapy and a 

number of these are in early trials for HRPC. Given the relative 

insensitivity of prostate cancer to cytotoxic agents, this area 

holds much potential. 
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AB We recently reported that acidic (aFGF) and basic (bFGF) fibroblast growth 
factors confer a broad spectrum chemoresistance in solid tumors, 
and that suramin, an inhibitor of multiple growth factors 
including aFGF and bFGF, enhanced the in vitro antitumor 
activity of several anticancer drugs including 

paclitaxel (Song, S., et al . , Proc. Natl. Acad. Sci. USA, 97: 
8658-8663, 2000). The present study investigated in vitro and in vivo 
interaction between paclitaxel and suramin, using 

human PC3-LN cells which, upon i.v. injection into immunodef icient mice, 
yielded lung metastases in 100% of animals. In in vitro studies, 
conditioned medium (CM) obtained from histocultur es of rat lung metastases 
induced a 3-fold resistance. The addition of suramin had no 
effect in the absence of CM but reversed the CM-induced resistance; 
calculations based on the IC(50) values indicate a complete reversal in 
the presence of <20 microM suramin. Analysis by the combination 
index method indicates a synergistic interaction between 
paclitaxel and suramin. In in vivo studies, animals 

with well-established lung metastases (at least five nodules of 1 mm in 

diameter) were treated i.v. with paclitaxel (15 mg/kg) and 

suramin (10 mg/kg) administered twice weekly for 3 weeks. 

Single-drug therapy with paclitaxel or suramin did not 

reduce body weight. Suramin alone had no antitumor 

activity. Paclitaxel alone reduced the tumor size by 

approximately 75%, reduced the density of nonapoptotic cells by 

approximately 70% in residual tumors, and enhanced the 

fraction of apoptotic cells by approximately 3-fold. The addition of 



suramin to paclitaxel therapy enhanced the 

antitumor effect, resulting in an additional 5-fold reduction of 

tumor size, an additional 9-fold reduction of the density of 

nonapoptotic cells, and an additional 30% increase in the 

apoptotic cell fraction. These data indicate significant 

enhancement of the efficacy of paclitaxel by 

suramin and support the use of nontoxic doses of suramin 

with paclitaxel in the treatment of lung cancer. 
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Peripheral neurotoxicity is a crucial side effect of chemotherapeutic 
agents. It is the only situation where there is no preventive treatment. 
Neuromuscular toxicity has become the major dose limiting side effect for 
many chemotherapeutic agents. The iatrogenic toxic neuropathy is a 
growing neurologic problem, as cancer patients are beign treated 
with increasing doses of chemotherapy drugs. Major advances in 
cancer treatment have resulted from the use of drug combinations; 
for some combinations this raises the possibility of sinergistic 
neurotoxicity. The following report reviews the SNP toxicities 
encountered with cisplatin, vincristine, taxanes and others, and methods 
to minimize the deleterious effect of chemotherapeutic agents. 
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AB Based on the observation that removal of tumors from metastatic 
organs reversed their chemoresistance, we hypothesized that 
chemoresistance is induced by extracellular factors in tumor 
-bearing organs. By comparing chemosensitivity and proteins in different 
tumors (primary vs. metastases) and different culture systems ( 
tumor fragment histocultures vs. monolayer cultures derived from 
the same tumor) , we found elevated levels of acidic (aFGF) and 
basic (bFGF) fibroblast growth factors in the conditioned medium (CM) of 
solid and metastatic tumors. These CM induced broad spectrum 
resistance to drugs with diverse structures and action mechanisms ( 
paclitaxel, doxorubicin, 5-f luorouracil) . 

Inhibition of bFGF by mAb and its removal by immunoprecipitation resulted 
in complete reversal of the CM-induced chemoresistance, whereas 
inhibition/removal of aFGF resulted in partial reversal. Using CM that 
had been depleted of aFGF and/or bFGF and subsequently reconstituted with 
respective human recombinant proteins, we found that bFGF but not aFGF 
induced chemoresistance whereas aFGF amplified the bFGF effect. aFGF and 
bFGF fully accounted for the CM effect, indicating these proteins as the 
underlying mechanism of the chemoresistance. The FGF-induced resistance 
was not due to reduced intracellular drug accumulation or altered cell 
proliferation. We further showed that an inhibitor of aFGF/bFGF ( 
suramin) enhanced the in vitro and in vivo activity of 

chemotherapy, resulting in shrinkage and eradication of well established 
human lung metastases in mice without enhancing toxicity. These 
results indicate elevated levels of extracellular aFGF/bFGF as an 
epigenetic mechanism by which cancer cells elude cytotoxic 
insult by chemotherapy, and provide a basis for designing new treatment 
strategies . 
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s with the apoptotic effect exerted in human retinoblastoma 
number of compounds. A remarkable effect was observed 

th DNA-damaging agents, such as camptothecin, etoposide, 



cisplatin and carboplatin; camptothecin was found to be the most 
efficacious. Treatment with these compounds induced the appearance of 
morphological features of apoptosis in the cells together with the 
distinct fragmentation of DNA, as shown by agarose gel electrophoresis. 
These effects were also accompanied by a remarkable increase in 
the level of p53 . Many other compounds, which are not DNA-damaging 
agents, induced the morphological features of apoptosis but none of them 
were capable of increasing the level of p53 . Among these 
compounds, Taxol, suramin and sodium butyrate also stimulated 
the oligonucleosomal fragmentation of DNA, while C2-ceramide, a 
cell-permeable analogue of ceramide, and vitamin D3 were not effective in 
the induction of DNA laddering in Y79 cells. Apoptosis was dependent on 
macromolecular synthesis with all the compounds tested. 
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AB TNP-740, minocycline, suramin and genistein have demonstrated 

antiangiogenic activity in various experimental systems. The effect of 
these agents alone and in two agent combinations on the number of 
intratumoral vessels and response to cytotoxic anticancer 
therapies was assessed in animals bearing the Lewis lung carcinoma. 
Treatment with each of the antiangiogenic agents alone and in two agent 
combinations decreased the number of intratumoral vessels 

visualized by CD31 or Factor VIII staining to 30% to 50% of the number in 

the untreated control tumors. In general, the antiangiogenic 

agents are more effective adjuvants to cytotoxic therapies when used as 

two agent combinations than as single agents. The most effective 

antiangiogenic combinations were: TNP-470 /minocycline > TNP-470/genistein 

> TNP-470/suramin . The increases in the response of 

the primary tumor to cyclophosphamide, adriamycin, CDDP, BCNU, 

x-rays or 5-f luorouracil and the lung metastases occur 

to about the same level with the addition of antiangiogenic agents to the 
therapies. With the treatment combination 

TNP-470/minocycline/cyclophosphamide 40% of the animals were cured. The 
results of these studies indicate that antiangiogenic agents can be very 
useful additions to treatment regimens for solid tumors. 
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suramin, we have developed suramin-resistant DC-3F/SU 
1000 cells by continuous exposure of fibrosarcoma cells to 
increasing concentrations of suramin. The 

suramin resistance (approximately 10-fold) is not associated with 
changes in uptake or intracellular distribution of the drug. The 
sensitivity to actinomycin D, cytarabine, aphidicolin, hydroxyurea, 
vincristine, and 5-f luorouracil is unaltered. In 

contrast, DC-3F/SU 1000 cells are about 2-fold resistant to classical DNA 
topoisomerase II inhibitors such as doxorubicin, amsacrine, and etoposide, 
whereas the cells are 1.5-fold more sensitive to the topoisomerase I 
inhibitor camptothecin . The cross-resistance to topoisomerase II 
inhibitors occurred earlier than the collateral sensitivity to 
camptothecin. Amsacrine- and etoposide-induced DNA-protein complex 
formation is reduced about 2-fold in DC-3F/SU 1000 cells, compared with 
DC-3F cells, whereas camptothecin-induced DNA-protein complex formation is 
increased 1.5-fold. Western blot analysis of cellular lysates 
from the two cell lines shows no significant differences in the level of 
topoisomerase II, whereas the level of topoisomerase I is 
increased 2.5-fold in DC-3F/SU 1000 cells. The catalytic 
activities of topoisomerases I and II in nuclear extracts from DC-3F/SU 
1000 cells are both about 2-fold higher than those in extracts from DC-3F 
cells, whereas amsacrine- and etoposide-induced DNA-protein complex 
formation is comparable between the two cell lines. Taken together, our 
results support the involvement of DNA topoisomerases in the cytotoxic 
activity of suramin. We further believe that the DC-3F/SU 1000 
cells may be a useful model for the elucidation of factors that lead to 
low, clinically relevant, levels of resistance to topoisomerase II 
inhibitors . 
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AB Suramin has shown antitumour activity in vitro and in 

vivo. At plasma levels higher than 200 microM there is, however, 

excessive toxicity. We have, therefore, attempted to improve the 

antitumour effects of suramin in vitro by combining it 

with several other antitumour agents. The MCF-7 mammary 

carcinoma and PC3 prostate cancer cell lines were exposed 

continuously to suramin and the other agents for 6 days. The 

sulphorhodamine B (SRB) assay was used for the assessment of growth 

inhibition. The dose-response interactions were evaluated using the 

median-effect analysis with the Chou and Talalay computer programme. In 

the MCF-7 cell line, the combination of suramin plus doxorubicin 

(DXR), cisplatin (CDDP), 5-f luorouracil (5-FU) or 

tumour necrosis factor (TNF) resulted in synergistic growth 

inhibition, whilst its combination with miltefosine (HPC) was 

antagonistic. In the PC-3 cell line, suramin plus CDDP or TNF 

was synergistic, whilst its combination with DXR, 5-FU and HPC was 

antagonistic. All tested combinations with inter feron-alpha (IFN-alpha), 

interf eron-gamma (IFN-gamma) and with the combination of both 

IFN-alpha+IFN-gamma were not synergistic. The synergistic effect of 

suramin with DXR was schedule dependent. Pretreatment (addition 

of DXR on day 1 and suramin on days 2-5) was additive at the 

IC50 level, in both cell lines. Addition of DXR at day 5 was more 

effective than simultaneous exposure. We found a synergistic effect for 

the combination of suramin with CDDP and TNF in both cell lines. 

In addition the combination with DXR and 5-FU was synergistic in MCF-7. 

Sequential administration of DXR-suramin or suramin 

-DXR increased the growth inhibition. 

L21 ANSWER 9 OF 32 MEDLINE on STN 

ACCESSION NUMBER: 1994220841 MEDLINE 
DOCUMENT NUMBER: PubMed ID: 7513218 

TITLE: Promising new developments in the systemic treatment of 

ovarian cancer. 
AUTHOR: Reed E 

CORPORATE SOURCE: Medical Ovarian Cancer Section, Medicine Branch, National 
Cancer Institute, Bethesda, Maryland 20892. 

SOURCE: Journal of the Association for Academic Minority Physicians 

: the official publication of the Association for Academic 
Minority Physicians, (1994) Vol. 5, No. 1, pp. 
16-21. Ref: 30 

Journal code: 9113765. ISSN: 1048-9886. 
PUB. COUNTRY: United States 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

General Review; (REVIEW) 
LANGUAGE: English 
FILE SEGMENT: Priority Journals 

ENTRY MONTH: 199 405 

ENTRY DATE: Entered STN: 13 Jun 1994 

Last Updated on STN: 29 Jan 1996 
Entered Medline: 27 May 1994 

AB Advanced-stage cancer of the ovary is the most lethal of 

gynecologic malignancies, affecting African-American and white women with 

approximately equal frequency. In large part, ovarian cancer's 

lethality is due to the fact that most women are diagnosed with disease 

that is widespread throughout the abdomen and pelvis. This article 

reviews recent developments in the identification of new treatment 

approaches to ovarian cancer. Discussion focuses on current 

drug development activities of the Medical Ovarian Cancer 

Section of the National Cancer Institute, with reference to 

pertinent literature from other institutions. The drugs discussed are in 

clinical trials as of this writing. They include paclitaxel, an 

agent with a novel molecular mechanism of action; colony-stimulating 



factors, which enhance the therapeutic index of cytotoxic 
agents; and the antiproliferative agents suramin and 
carboxyamidotriazole . 
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DNA topoisomerases are essential enzymes that regulate the conformational 
changes in DNA topology by catalysing the concerted breakage and rejoining 
of DNA strands during normal cellular growth. Over the past few years 
there has been considerable pharmacological interest in these enzymes 
because inhibitors of DNA topoisomerases represent a major class of 
anticancer drugs. This review highlights topoisomerase-targeting 
drugs that have shown promising anticancer activities. The 
mechanisms by which those drugs interfere with the catalytic cycles of 
type I and type II DNA topoisomerases and the factors involved in the 
development of resistance to these drugs are discussed. 
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Background: Both the demographics and treatment of hormone-refractory 
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SUMMARY LANGUAGE 
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prostate cancer (HRPC) are changing. Patients are younger and 
healthier, with fewer comorbidities. The "no treatment until symptoms" 
approach is disappearing. Chemotherapy is increasingly being 
utilized. Methods: The authors review the steps involved in hormone 
management before chemotherapy is considered. The roles for chemotherapy 
in current clinical trials are examined. Results: Effective hormonal 
management of the prostate cancer patient incorporates an 
understanding of the stages of hormone sensitivity and prescribing 
additional interventions beyond simple castration. Once hormone 
refractoriness is established, the combination of mitoxantrone and 
prednisone has become a standard chemotherapeutic approach. New agents 
such as docetaxel are being tested in phase III trials against 
mitoxantrone plus prednisone. Conclusions: HRPC is now regarded as a 
chemotherapy-sensitive tumor. The goals of chemotherapy in HRPC 
are to decrease PSA level and improve quality of life. New agents and 
combinations are needed to improve survival. 
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The unsatisfactory results of current anti-cancer therapies 
require the search for new drugs and new approaches. The review 
summarizes different possibilities of future treatments such as 
antiangiogenesis, inhibition of metastatic cascade, induction of 
differentiation. The most promising is to the influence signal 
transduction and to the control cell cycle progression. Increased 
understanding in the mechanisms driving cellular proliferation emerges 
novel therapeutics that are more specific and less toxic than classical 
chemotherapy . 
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AB Background: The cyclosporins have been thought as being mainly 

immunosuppressive agents which interfere with the function of the MDR pump 

and thus play a role in resistance to drug anticancer effects. 

We reexamined their cytotoxicity in defined cell lines both as single 

agents and in combination with agents which may be of value in human 

malignant disease. Methods: Cells were grown to confluence following 

inoculation at 5000-8000 cells/well in 96-well dishes, and growth, 

patterns and death were determined by an MTT assay. Median effect 

analysis was used to look for synergy, additive effects, or antagonism 

between the cyclosporins and drugs with antitumor effects in 

humans. Results: Cyclosporin A and PSC 833 were found to have cytotoxic 

activity at clinically achievable concentrations in breast, leukemia, and 

prostate cell lines. Synergistic or additive effects were demonstrated in 

all three prostate cell lines when PSC 833 was combined with estramustine, 

etoposide, ketoconazole, suramin, or vinorelbine in the prostate 

cancer cell lines. Cell line-selective additive effects or 

synergism were also identified with bicalutamide, carboplatin, 

cisplatinum, cis-retinoic acid, dexamethasone, 5- 

f luorouracil, liarozole, and trans-retinoic acid. Conclusions: 

PSC 833 or cyclosporin alone or in combination with other agents may have 

an anticancer effect independently of their modulatory action on 

MDR. Several of the synergistic combinations which are not mediated by 

the MDR pump need to be tested in vivo for efficacy. 
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AB The age-standardised incidence of prostate cancer varies more 

than one hundredfold between the areas with the highest and lowest 
incidences in the world. In certain areas, in particular the Western 
countries, the incidence has increased rapidly over the last 20 
years. There are several environmental and genetic factors which partly 
explain these variations, although the incidence probably depends most of 



all on the extent to which small latent tumours are detected. 

As the clinical significance of small tumours is uncertain, the 

value of early diagnosis and early aggressive treatment is controversial. 

Randomised trials addressing this question have been initiated and will 

hopefully provide more evidence-based data in a decade from now. Small 

localised tumours are managed by radical surgery or radiation 

therapy. In elderly men or men unfit for operation or radiation therapy 

surveillance is often preferred. For advanced or metastatic prostate 

cancers androgen deprivation has been the mainstay of treatment 

since the early 1940s. Recently, several new treatment strategies have 

evolved but have not yet been introduced into clinical routine. .COPYRGT. 
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Inherent or acquired drug resistance, which frequently characterizes 
cancer cells, is caused by multiple mechanisms, including 
dysfunctional metabolism of the lipid second messenger ceramide. 
Ceramide, the basic structural unit of the sphingolipids , plays a role in 
activating cell death signals initiated by cytokines, chemotherapeutic 
agents, and ionizing radiation. Recent discoveries about the metabolism 
of ceramide suggest that this agent may have an important influence on the 
effectiveness of various cancer therapeutics. In particular, 
the cytotoxic effect of chemotherapy is decreased when generation of 
ceramide is impaired but is increased when the degradation of 
ceramide is blocked. Herein, we review the mechanisms of resistance to 
chemotherapeutic agents in terms of ceramide metabolism. 
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Purpose: We review the status of systemic therapy for patients with 
advanced renal cell carcinoma. Materials and Methods: A literature search 
was performed on MEDLINE and CANCERLIT to identify results of 
systemic therapy for patients with renal cell carcinoma published from 
January 1990 through December 1998. Treatment results of chemotherapy 
agents, immunotherapy, combination programs and adjuvant therapy were 
reviewed. Results: No chemotherapy agent has produced response rates that 
justify its use as a single agent. Interferon-a and interleukin 
(IL)-2 demonstrated low response rates ranging from 10% to 20%. The 
results of 2 randomized trials suggest that treatment with 
interferon-a compared to vinblastine or medroxyprogesterone achieves 
a small improvement in survival. Response rates in patients treated with 
low dose IL-2 are similar to those achieved with a high dose bolus 
schedule but whether the responses are as durable is being addressed in an 
ongoing randomized trial. A randomized trial of interferon-a plus 
IL-2 compared to monotherapy with either agent showed increased 
toxicity but no improvement in survival. In 3 randomized trials no 
survival benefit was associated with adjuvant interferon-a therapy 
following complete resection of locally advanced renal cell carcinoma. 
Conclusions: Despite extensive evaluation of many different treatment 
modalities, metastatic renal cell carcinoma remains highly resistant to 
systemic therapy. A few patients exhibit complete or partial responses to 
interferon and/or IL-2 but most do not respond, and there are few 
long-term survivors. Preclinical research, and clinical evaluation of new 
agents and treatment programs to identify improved antitumor 
activity against metastases remain the highest priorities in this 
refractory disease. 
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AB Background: Although the potential activity of anticancer agents 

has been traditionally assessed by the response rate (RR) in phase II 
trials, there is an increasing need to identify alternative 
endpoints to evaluate the efficacy of novel types of antineoplastic agents 
such as cytostatic agents. However, none of the proposed alternatives 
have been validated. Design: RR, rate of progressive disease (PD) , and 
median survival time (MST) were obtained from 44 treatment arms in 42 
single-agent phase II trials for non- small-cell lung cancer 
(NSCLC) . Correlations between these parameters and their significance in 
selection of promising drugs were evaluated. Results: The median (range) 
RR and PD rate per treatment arm were 17% (0%-40%) and 41% (8%-93%), 
respectively. The PD rate correlated more closely with MST (correlation 
coefficient (r) = 0.80, P < 0.001) than did the RR (r = 0.62, P < 0.001). 
The RR of active agents against NSCLC ranged broadly from 7% to 40%, 
whereas their PD rates were all 50% or less. In addition, all treatment 
arms with a PD rate over 50% had a poor MST of six months or shorter. 
Conclusions: The PD rate was potentially as good an endpoint as RR, and it 
may be a good candidate for the primary endpoint of phase II trials for 
novel types of anticancer agents. 
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AB Chemotherapy remains part of the treatment triad that includes surgery and 
radiation therapy for the management of malignant gliomas. In recent 
years there has been an increased understanding of the molecular 
pathways of malignant transformation. Based on this research, new drugs 
have been evaluated, with specific cellular targets in mind that can be 
modified or inhibited. Many of these agents are now being tested in phase 
I and II clinical trials and have shown some promising results. Clearly, 
not all patients with malignant gliomas respond equally to chemotherapy. 
Recent evidence suggests that certain molecular markers may predict 
chemosensitivity in some tumor types, particularly anaplastic 
oligodendroglioma. This article reviews recent trends in the use of 
chemotherapy and clinical trials of new therapies for adults with 



malignant gliomas. 



L21 ANSWER 19 OF 32 
reserved on STN 



EMBASE COPYRIGHT (c) 2009 Elsevier B.V. All rights 



ACCESSION NUMBER 
TITLE: 



1999173184 EMBASE 

Prostate-specific antigen and other markers of therapeutic 
response . 

Carducci, M.A., Dr. (correspondence); DeWeese, T.L.; 
Nelson, J.B. 

Johns Hopkins Oncology Center, 720 Rutland Avenue, 
Baltimore, MD 21205, United States. 
Urologic Clinics of North America, (1999) Vol. 
26, No. 2, pp. 291-302. 
Refs: 83 

ISSN: 0094-0143 CODEN: UCNADW 
United States 

Journal; General Review; (Review) 
016 Cancer 

037 Drug Literature Index 

English 
English 

Entered STN: 10 Jun 1999 
Last Updated on STN: 10 Jun 1999 
Several new agents and combinations demonstrate significant activity in 
the treatment of patients with hormone refractory prostate cancer 

Prostate- specific antigen (PSA) is being used increasingly 
as the key marker of a therapeutic response in trials of new agents. This 
article reviews data that support this marker as a surrogate endpoint, and 
it discusses the issues around the appropriateness of PSA as an 
intermediate marker with evolving noncytotoxic agents. Other biomarkers 
of prostate cancer progression are not uniformly elevated in men 
with advanced disease; to date, they are of limited clinical use. This 
article also discusses the rationale and results of novel and alternative 
biomarkers of prostate cancer progression. 
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The treatment options available for advanced prostate cancer are 
increasing. These improved therapies are the result of research 
involving cellular targets other than DNA proliferation. For example, 
therapy directed against the intracellular matrix has yielded clinical 
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responses in patients. Other novel targets are being investigated. This 
review examines both laboratory and clinical advances using cell 
structure, growth factors, differentiating agents, angiogenesis, 
metastasis, and the cell cycle in the treatment of prostate cancer 
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AB Prostate cancer accounted for over 41,000 deaths in the United 

States in 1996. Prostate-specific antigen (PSA) screening is capable of 
detecting prostate cancer and appears to detect cancers 
that are both clinically significant as well as organ-confined, and 
therefore potentially curable. The positive predictive value of PSA value 
has been increased by the use of the free-to-total PSA ratio. 
The early detection of a large number of nonpalpable tumors has 
mandated the development of new risk assessment schemas, which include 
nomograms and equations in which Gleason score, PSA, and clinical stage 
play a prominent role. Definitive answers to the question of watchful 
waiting versus intervention await conclusion of the prostate 
cancer intervention-versus-observation trial. For both radical 
prostatectomy and radiation therapy, one means of potentially reducing the 
risk of relapse is the use of androgen deprivation. Neoadjuvant androgen 
deprivation prior to surgery results in a lower incidence of positive 
surgical margins, but impact on survival is unknown. By contrast, the use 
of concurrent androgen deprivation appears to be associated with 
enhanced survival in patients treated with definitive 
radiotherapy. For good risk tumors, modern brachytherapy 
results in freedom from biochemical relapse rates similar to those 
observed with surgery and external beam radiation therapy. The best 
therapy for patients with positive margins or serologic progression, 
including radiation therapy, remains to be identified. The widespread 
availability of PSA testing has led to an empirically driven redefinition 
of advanced disease and includes patients with earlier stage disease in 
which primary treatment has failed. In these patients, debate remains as 
to whether combined androgen deprivation is superior to monotherapy. A 
comparison of flutamide with bicalutamide awaits maturation of survival 
data. The utility of antiandrogen withdrawal in patients with progressive 
disease despite androgen deprivation has been confirmed. Thereafter, 



second-line hormonal maneuvers may be appropriate. In patients with tru 
hormone refractory prostate cancer, a variety of nonhormonal 
agents, including estramustine-based therapy, suramin, 

mitoxantrone, and doxorubicin-based regimens have demonstrated activity 
and remain as options. 
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Primary malignant brain tumors are of significant concern in the 
elderly. The 23% increase of the average annual age-specific 
incidence during the last decade is a well-documented fact. The classical 
clinical presentation includes the signs and symptoms due to intracranial 
hypertension and focal symptoms that will depend on the location of the 
tumor. The surgical resection remains the mainstay of the 
management of malignant gliomas, and the extent of resection correlates 
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with the length of survival. Surgical decompression decreases the 
intracranial pressure, may improve the neurological function, 
increases the susceptibility of the remaining tumor 

cells to other treatment modalities, and provides adequate sampling for 
tissue diagnosis. After surgery, radiation is recognized as a very 
effective therapy for malignant astrocytomas. The reported median 
survival is 17 weeks in patients treated with surgery alone and 37 weeks 
in patients receiving radiation after surgery. Interstitial brachytherapy 
and radiosurgery allow delivery of high doses of radiation to the 
periphery of the tumor while sparing the normal brain. They 
have become an important alternative for selected patients. The 
nitrosoureas, procarbazine and vincristine, are agents commonly used for 
brain tumors. Clinical and experimental data indicate that 
older patients are less likely to respond to chemotherapy agents. Novel 
delivery systems using biodegradable polymers with slow release of BCNU 
prolong survival for patients with recurrent malignant glioma. New 
investigational drugs such as 9 -AC, CI-980, suramin, and RMP-7 
are being evaluated in current clinical trials to treat both newly 
diagnosed and recurrent brain tumors. 
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AB Prostate-specific antigen increasingly is being used as a 

surrogate end point in trials of new agents in patients with hormone 

refractory prostate cancer. This article reviews data that 

support this marker as a surrogate end point and the contradictory data 

reported recently for trials of suramin. These contrasting 

views may originate in the different mechanisms of actions of the agents 

studied. These data suggest that a decline in prostate-specific antigen 

of at least 50% from baseline may be an important predictor of survivial 

for patients receiving cytotoxic therapy. 

L21 ANSWER 25 OF 32 EMBASE COPYRIGHT (c) 2009 Elsevier B.V. All rights 

reserved on STN 
ACCESSION NUMBER: 1996313737 EMBASE 

TITLE: Hormone refractory prostate cancer. 

AUTHOR: Sternberg, Cora N., Dr. (correspondence); Lanari, 

Alessandra 

CORPORATE SOURCE: Department of Medical Oncology, San Raffaele Scientific 

Institute, Rome, Italy. 
SOURCE: Current Opinion in Urology, (1996) Vol. 6, No. 5, 



pp. 258-263. 
Refs: 54 

ISSN: 0963-0643 CODEN: CUOUEQ 
United Kingdom 
Journal; (Short Survey) 
016 Cancer 

028 Urology and Nephrology 

037 Drug Literature Index 

038 Adverse Reactions Titles 
English 
English 

Entered STN: 6 Nov 1996 
Last Updated on STN: 6 Nov 1996 
Hormone refractory prostate cancer remains a challenge, but it 
is not as resistant to treatment as previously believed. After failure of 
initial hormone therapy, various treatment options are available that may 
provide objective remission and palliate the symptoms of disease. 
Advances in molecular biology together with an increased 

understanding of the biology of the disease will direct future therapeutic 
strategies . 
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several potential antiangiogenii 
suramin, genistein, interferon 54, 
14 (sulfated) -(3-cyclodextr in and tetrahydrocortisol , alone and in 
combination with cytotoxic therapies was examined against primary and 
metastatic Lewis lung carcinoma. The antiangiogenic agents when 
administered as single agents or in two-agent combinations were only 
modestly active as antitumor agents. Three antiangiogenic agent 
combinations, TNP470/minocycline, TNP-470/14 ( S04 ) |3CD/THC and 
minocycline/14 (S04) PCD/THC, produced significant increases 
in tumor growth delay and decreases in the number of lung 
metastases when administered along with cyclophosphamide compared with 
cyclophosphamide alone. Two antiangiogenic agent combinations, 
minocycline/interferon 54 and minocycline/14 ( S04 ) PCD/THC, 
produced significant decreases in the number of lung metastases when 
administered alone with adriamycin compared with adriamycin alone. The 
antiangiogenic combinations of TNP-470/minocycline, TNP-470/ 
suramin, TNP-470/genistein, TNP-470/interf eron 54 and 
TNP-470/14 (S04)PCD/THC, resulted in increased tumor 



growth delays when administered along with CDDP, BCNU, fractionated 
radiation or 5-f luorouracil . There was not always a 

direct correlation between the antiangiogenic regimen that was most 
beneficial against the primary tumor as compared with disease 
metastatic to the lungs. These studies establish that a broad range of 
antiangiogenic therapies can interact in a positive manner with cytotoxic 
therapies . 
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Risk stratification of GCT patients to good- and poor-risk therapies is 
included in the standard management of patients wit advanced GCT. Therapy 
for good-risk GCT patients at our center consists of four cycles of EP . 
It is of paramount importance that patients with poor-risk GCT be referred 
to centers for participation in clinical trials with the intent of 
increasing the proportion of patients who are cured. For patients 
who do not achieve a durable CR to first-line chemotherapy, cisplatin plus 
ifosfamide (VIP, VelP) and high-dose carboplatin and etoposide 
with AUBMT are effective and result in the cure of some patients. The 
choice of which treatment is most likely to be beneficial may be directed 
by prognostic factors. Paclitaxel has recently been shown to 
have antitumor activity in GCT and will be studied in 
combination chemotherapy regimens. A better understanding of 
tumor biology may enhance our ability to stratify 

patients into risk groups and predict earlier those patients who are 
cisplatin-resistant . 
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infusional cancer chemotherapy has evolved over 
the past decade as our increased understanding for tumor 
cell kinetics and drug pharmacology has brought into focus the 
concentration x time formulation and its importance in tumor 
cell killing and host tolerance. Technologic advances have contributed 
substantially to the practical capability of infusional drug delivery, 
with improved vascular access and ambulatory infusion pumps. In the past 
10 years, infusional schedules have been used for virtually every class of 
antineoplastic agent and have demonstrated an improved therapeutic index 
by reduced or altered toxicity (doxorubicin, f luorouracil, ifosfamide, 
platinum analogs) or increased tumor cell killing 

(f luorouracil, etoposide, cladribine) . Although there are few phase III 
trials comparing infusion and bolus administration, the evidence is clear 
that toxicity is altered and therapeutic benefit is not diminished by 
infusional schedules of drug administration. 
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Pharmacokinetic-pharmacodynamic studies are becoming increasingly 
important in the development of new anti-cancer drugs. The Hill 
maximal effect model describes a sigmoidal dose-response relationship and 
has been applied to analyses of both haematological and non-haematological 
toxicity. This review discusses several approaches to population 
pharmacodynamics, including the two stage, NONMEM, and non-parametric 
approaches. Pharmacodynamic models for the haematological toxicity of 
amonafide, carboplatin, doxorubicin, etoposide, HMBA and 
menogaril are discussed, as are models for non-haematological toxicity. 
Adaptive control methods and therapeutic drug monitoring are useful in 
dosing drugs with narrow therapeutic windows, but the indications for 
using such strategies should be carefully selected. Models for 5FU, HMBA, 
methotrexate, 6-mercaptopurine, carboplatin and etoposide are 
discussed. Limited sampling strategies can facilitate the completion of 
pharmacokinetic studies and should be developed during phase I testing of 
new compounds. A new area of future importance is the investigation of 
drugs with active metabolites, such as the anthracyclines and amonafide. 
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Since the end of the seventies in the development of anti- 
tumourous chemotherapeutic agents a certain stagnation can be 
observed. Only few new cytostatics were introduced into clinical 
practice. Although the last few years were not characterized by a 
basically new drug with an anti-tumourous effect, the range of 
cytostatics used was enriched by a major number of new cytostatics. Most 
of them are derivatives of drugs which proved useful in practice and which 
were prepared in order to enhance the anti-tumourous 

effect or to reduce the toxicity. The author summarizes information on 
these new cytostatics and initial clinical experience assembled with these 
drugs . 
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